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INTRODUCTION

SCD is the most common inherited hemoglobinopathy worldwide
* Single nucleotide mutation for the B-globin causing sickling of red

blood cells (RBCs) ume .Am 4 s/lxs ss/sv 4
Key characteristics of SCD:

RBC (10°/uL) 9334019 7.0940.85% 5.05£0.32****  6.40 £ 0.06"
* Hemolytic anemia

RESULTS
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* Increased venous thrombosis risk (2) s21s078 2930610 23214210

Thrombin-dependent PAR1 signaling (R41) activates Gaq and
Gal12/13 signaling
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B-arrestin-dependent signaling Vs SS/gG. RBC - red blood cell; Hgb — hemoglobin; WBC — total white blood g

* Anti-inflammatory and cytoprotective (5) cell count; neut — neutrophil; lymph — lymphocyte; mono - monocyte. 400X

* Cleaves at a lower affinity than thrombin (6) e
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* SCD patients have reduced protein C levels and activity (7) A~ Low B B
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* APC has beneficial effects in mouse models of sepsis, stroke, and EY °EH T Eao
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autoimmune encephalitis (8-10) E Q0] ¥ Figure 1. Effect of APC inhibition on Figure 2: Histological evaluation of liver and lung. Top Row: Representative liver sections stained with H&E and assessed for vascular congestion and necrosis. Bottom Row: Representative lung sections stained for
= 204 2 markers of thrombin ~generation, neutrophils (PMNs) (400X magnification).
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To investigate the role of endogenous APC in SCD. S 1on0] g 51 21, S 10 and Tukey's Post Hoc Test.
N ol > -
So ) [)
AA sS AA  sS
AA SS AR SS AA ss
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treated with control IgG or SPC-54 (10 mg/kg, IP).
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We found that APC inhibition with SPC-54 increased TAT, IL-6, and soluble p-sel in HbAA
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